


Date: 

From: Director, Center for BiOlogiCs Evaluation and 
Research 

Subject: Revised .Recommendations for the Prevention of 
Human Immuqodeficienoy Virus (HW) Transmission by 
Blood and Blood Products 

To: All Registered Blood 

-- - 

On Septeeer 25, 1991 the Food - . 

Establishments 

and Drug Administration [FDA) 
licensed the first enzyme immunoassay (ETA) for the 
simulttineous detection of antibodies to human 
immunodeficiency virus type‘1 (HIV-l) end type 2 (XIV-2) in 
human serum and plasma. This test, manufactured by Genetic 

"Systems corporation,.is based on whole v$ral lysate 
antigexk. Another combination ETA, based on recombinant 
antigens, and manufactured by Abbott Laboratories, received 
a license on February 14, 1992. These tests are indicated 
for detection of antibodies to HIV-2 and/or HIV-2 in.human 
serum gr plasma. The tests may.be used for donor screening 
and as an aid in the diagnosis of potential infection with 
HIV-2 and/or HIV-2. 

The availability of licensed screening tests for combined 
detection of antibodies to HIV-1 and HIV-2 provides blood 
centeri with the capability of performing routine HIV-2 ' 
screening without the need to implsmant a second test’ in 
addition to the currently required test for antibodies to 
HIV-I. Based on this possibility, the issue of whether to 
recommend donor screening for HIV-2 was discussed at a 
meeting of the Blood Products Advisory Committee on 
September 27, 11992. 

At the time of the meeting, only 31 cases of HIV-2 infection 
in the U.S.A, had been reported to .the Centers for Disease 
Control, despite extensive surveillance studies. (One 
additional case has been reported since then.) These data 
indicated that HIV-2 infections presently represent only a 
minimal risk to the safety of the blood supply. 
Nevertneless, from a public health perspective, use of 
combination tests offers an opportunity 'to further protect 
the safety of blood recipients against HIV-2 infection 
without requiring an increased number of tests in blood' 
centers. Donor screening for antibodies to HIV-2 would also 
reduce the need for continued surveillance studies which are 
expensive, difficult to sustain, and might nevertheless fail 
to prevent the earliest cases of HIV-2 transmission by blood 
products. 



For these reasons, and with the concurrence of the Bllood 
Products Advisory Committee, the PDA recommends that all 
establigbmaats, col.Ucti'ng whoI.a'blooU, blood contponoats, 
SOUrCll Plasma or Swrc8 Leukocytes ifpplaroejot a licensed test 
for detartfon of aaribol;;iab to BfY-2 by ijumff 1, 1992. For 
this purpose the Agency finds‘aeeepteble either the use of a 
licensed combination test for detection of antibodies to 
HIV-1 and HXV-2 or the use of two separate,tests licensed 
for detection of these antibodies. 

To implejnent HIV-2 testing, modifications are necessary to 
the current retomzP@ndatiOns for the pz+wantion of HIV 
transmission- by, blood and blood pruducts. The modifications 
affect donor selection and deferr+l procedures, the HIV 
reentry algorithza, Public Health Ssr%ice racommendations for 
additional medjcal folio%?-up and counseling, and the 
management of potentially infictious uni%s from prior 
collections. For this reason, the FDA is isming a revised 
set of recommendations which replaces the Agency's memoranda 
to blood establishments dated February S, 1990 and 
December 5, ,199Q. 

The FDA further discussed dontir deferral criteria for HIV at 
a meeting of the Blood Products Advisory Ccmaittee on 
Harch 13, 1992. Based on updated scientific data which were 
presented at this meeting, modifications have been m&de to 
some of the deferral criteria. The changes include a 12 
month instead of lifetime deferral for sexual partners al 
persons &ith high risk behavior, and vobuntary instead of 
recommended use of Confidential Un-it Exclusion. Also, the 
FDA is dfscontinuing its recommendation for documentation in 
the donor record of the medical history of HlCV associated 
signs and symptoms. 

The revised memorandum also includes reference to use of a 
licensed immunofluorescence (IFA) test for antibodies to 
HIV-1 as an alternative to Western blot.' an February 5, 
1992, Waldheim Phanmazeutika, CmbH, Vienna, Austria was 
licensed to manufacture and distribute an MIV-1 IFA test 
which is labeled far use primarily as an additional, more 
specific test similar to previously licensed Western blot 
tests. 

The revised memorandum does not address the Practice of 
invalidation of aberrant and potentially incorrect screening 
test resukts. In past situations, FDA has taken the view 
that it is not,appropriate to invalidate test resu'ts solely 
on the basis of ah unexpectedly high rate af initial or ~ 
repeat reactive tests. This is because of the possibility 
that a true positive sample with borderline reactivity could 
escape detection by a singfe~ instead af duplicate retest- 
Pending a specific recommeadatiba, Bload Establishments are 
requested not to invalidate test results solely on th8 basis 
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of an unexp~ctad~y high rate of initjtal 01 repeat reactivfty 
in a test kit. The subject of test inVa%idatfan will be 
discussed at a meethg of the Blood Produets Advisory 
Committee in the near futur 0 crnd SFeQff&C recommendations in 
this area vi&l be made following the public discussion. 

An addition to the recommendations is en expanded section on 
l%xclusion/retxieval of potentially contaanQ8ate.d units fro= 
prior collections an4 nojdficath of consignees.” This 
section has been developed in accozdanoe W&b 
recommendations of the Blood ~Prod&ts A&Vi OyY Committee 
which were obtained at a public meeting on ‘January 17, 199%. 
Recommendations and regulations conkerning recfpiant tracing 
and notfPication by Ttiansfusiqn,SenrScas ai-a under the 
authority of the Health Care Financing Administration 
(HCFA) . It is expected that recipient ttiaeing and 
notification should be carried out by Transfusion Services 
if the HXV-1 Wcktarn blot or ZFA is positive on the current 
donor sample. If tha HIV-1 Western blot or IFA is negative 
or indeterminate, but a second.HIVIZ &XA (single virus or 
combination test) is repeatedly,reactiva, a medical 
judqement will be necessary regarding the potential benafits 
of recipient tracing, especial4.y for units that were 
collected prior to June 1, 1992. 

Questions concerning these modified recommmdations may be 
directed to the Food and Drug .AdministrE$isn, Center for 
Biologics Evaluation and Research, Division of Transfusion 
Science, Laboratory of Blood Bank Practices, via Telefax 
number 301-227-6431. 

The recompendations contained in this memorandum may be 
implemented as soon as feasible, without prior approval from 
the Agemy. Upon implementation, licensed.blood 
establishments conctirrently should submit a statement for 
their file indicating that revised standard operating 
procedtires consistent with these recmmendations have been 
put in placi, The date for implementation of a routine 
screening test for HIV-2 should be docum-ented at the blood 
center and in the license file. 

To conform with these recommendations, manufacturers Of 
licensed blood components for transfusion will need to 
submit an updated circular of infxmation. Manufacturers of 
Source Plasma or Source Leukocytes will need to submit " 
revised container labels, . 

Kathtiyn C. Zoon, Ph.D. 
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R@%X4?4ENPATICNS FOR ?!I% PRmfON 02’ 
EDXAN IHHuNUDEFXdIENCY VxRlYS (lmq 

TRANSNI88ION BY BLOOD A&D 1BEBOD PRSDCICTS 

Revised April, X992 

I. AIDS EDUCATION, 
EXCLUSION 

SELF-EXCLVSIDrS WD c0NFx0DNT1Az VM[T 

A. Educational Information to @xxa~t Self-EZxclusion 

All persons donating blood or plasma for transfusion or 
further manufacturing USCIL ceive both written 
informatibn and oral explanation about tbs safety of blood 
products fn relation to AXDS epidemiology and the implications 
for donors who have engaged in certadn~high-risk activities. 
Donors should not be considered suitable unless information 
about these risks can be communicated in the language 
appropriate to each donor (includ;ingapproprfater communication 
to persons with impaired vfsion or ho&ring) and the 
educational format is constructed to be culturally sensitive 
to promote comprehension. The pracedures applied should 
provide an opportunity at each visit Ear the donor to consider 
the inforxhation and to make an informed and private decision 
about whether to donate. In some settings it is appropriate 
to use abbreviated materials for frequent, repeat donors such 
as autologous donors or serial Souulcc,Plasma~donors who may be 
screened as often as twice in a seven day period, and who are 
familiar with the program employed in the establishpent. 

Appropriately trained blood establishment ,personnel sh.ould 
talk with each prospective donor. about risk factors for HIV 
infection. The focus should. be on behavior and not on 
stereotypes. For example, many men who have had male-to-male 
sexual experiences do not identify themselves as "homosexual," 
'(gay, 'I or "bisexual,@* but would identify with the description 
"sex with another man.” 

The direct questions concerning risk behaviors for HIV 
infection should be presented to potential donors orally, if 
possible. The technique demonstrated to be most effective by 
an FDA sponsored field trial included the use of an 
illustrated answer sheet for the donor to record a reply as 
the list of questions [see addendum) was read to the donor. 
The rectjrds for unsuitable donars do not need to include the 
aaswers to each of the direct questions about risk behavior, 
but may iadicate that deferral was based on risk behavior 
history. If the questions are presented orally, the standard 
operating procedures should ensure that questions are hot 
abridged and each donor record should indicate that 
SatiSfactOry responses were received. Each' donor record 
should also accurately reflect staff responsibility for this 
portion df donor screening procedures and .document the 
decision concerning donor suitability or deferral. 
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The educational material on AIDS. should also include a 
desoription of HIV associated clinical signs and symptoms 
including: 

Unexplained weight lass 
Night sweats 

.i 

Blue or purple spots typical of ffaposi's sarcoma on 
or under the skin, or on mucous membranes 
Swollen lymph nodes lasting mote than one month 
Persistent white spots or unusual blemishes in the 
mouth 

* Temperature greater than 1OQ.S*F for more than 10 
days 
Persistent cough and shortness af breath 
Persistent diarrhea. 

It is not necessary. for the donor record to include 
documentation of the donor history tar HIV related signs and 
symptoms. It is necessary that donors be informed about HIV 
associated signs and sympttims. sa that they may se&f-defer if 
these conditions are present. 

B. Criteria for the Exclusion of Unsuitable Donors who 
Are at Increased Risk for WIV 

The minimum information presented tea potential blood and 
plasma donars at every visit should indicate clearly that 
persons meeting any of the fallowing.descsiptions or having 
engaged $n any of the following activities should not donate 
blood or blood components to be used for transfusion or 
further manufacturing: 

* Persons with clinical or labcsratory evidence of HIV 
(AIDS virus) infection.' 

* Men who have had sex with another man even one 
time since 1977. 

+ Past or present intravenous drug users, 

* Persons with hemophilia or related clotting 
disorders who have received clotting factor 
concentrates, 

t Men and wdmen who have eng'aged in sex for money or 
drugs since 1977 

'At this date, the most recent criteria from the. CDC appear in 
MMWR 1987;36(S-1) : l-9. A revision of these criteria is 
anticipated in the near future. 
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l persons who have had sex with any person meeting 
the above descriptions during the preceding 12 
months. 

t Persons who have had, 
syphilis or 

or have been treated for, 
gonorrhea during the preceding 12 

months, 
for 

,or who have had a reactive screening test 
syphilis in the abstmce of a negative 

confirmatory test in the last 12 months. f-Y 
synonyms for these diseases that may be appropriate 
to the local donor population should be included in 
the donor questionnaire and oraL interaction.) 

[Note: Refer to FDA's memorandUm to all blood 
establishments dated December It, 2991 
for additional-discussion.) 

c  Persons who have received a transfusion of whole 
blood, a blood ccmponent (e. g; cryoprecipitated 
AM, platekets) or a clottfng factor concentrate 
(e.g., Factor IX, Human) within the past 12 months. 
Receipt ot an FDA-licensed plasma derivative other 
than a clotting ,factor concentrate (e.g., Albuntin 
(Human]) is not a besis for exclusion. 

+ Persons born in or emigrating from countries where 
heterosexual activity is -ought to play a major 
role in transmission of-H=-2 infection (i.e. sub- 
Saharan Africa and islands located near these areas 
of Africaz) and persons who have had sex with any 
person meeting the latter description. 

[Nate: These criteria shduld be discontinued 
upon implementt$ion al a test for 
antibodies to HIT-2 nb rater than 
June 1, 1992.) 

Sample direct questions on behavior related to increased risk 
of HIV infection are provided as an Addendum to this document. 

During the health history interview, a donor may volunteer 
information about a specific instance af possible exposure to 
hepatitis viruses or to HIV. Suggested deferral periods for 
two such instances are provided below: 

t Persons who have been victims af rape during the 
preceding 12 months should be deferred. 

* Persons who have had contact with blood and body 
fluids through percutaneous' inoculation (such. as 

'Sub-Saharan Africa includes all countries of 'Africa except 
Morocco, Mauritania, Algeria, Libya, Egypt, Tunisia, Sudan, 
Somalia and Western Sahara. 
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injury or accidental needlestick) or through 
contact with an open Wound, non-intact skin, or 
mucous membrane during the preceding 12 months 
should be deferred. 

Donors should also be informed that: 

* There is a time interval early in infection during 
which telsts far HIV may be negative although an 
infection may stil2 be transmitted. 

t A sample of blood will be tssted for 
antibodies to HIV and the donor will be 
notified if a test iLsi posftive @see I.C.1.c); 
individuaPs with positive tests will be 
permanently deferred 'from future blood or 
plasma donation. 

+ The names af people with repeatedly reactive 
tests for .anti-HfV-1 or anti-HXV-2 will become 
part of donor'deferra2 registries [as required 
by 21 CFR 606.160(e)]. 

Information concerning other mechanisms far obtaining HN 
antibody tests should be readily avai2able to individuals who 
may not qualify as donors but who prescant themselves as 
prospective donors because of cancern about antibody status. 
Clear instructions concerning alternatives shxald be available 
ta every prospective donor as well as info,rma$ion about tests 
to be performed and educational material identifying 
activities Which threaten the safety of the blood supply. 

It is also u-seful to have information readi2y available to 
every donor ta facilitate prompt notif ication of the 
collection center in the event he or she becomes ill or 
decides the donation may have been inappropriate. 

C. Second Exclusioil Opportunity 

Because of the extreme importance of the self-exclusion 
process 'to the safety of blood products, some blood 
establishments may find it useful to provide a second, 
opportunity to prevent use of a unit from a high-risk donor. 

1. Confidential Unit Exclusion tCXlQ 

Where peer pressure to donate voluntari$y may compromise 
the self-exclusion process, an additional optional 
procedure can be used whereby a donor may indicate 
confidentially at the time of donation that his/her blood 
or.plasmfa donation should not be transfused to others, or 
used for further manufacturine except as-described in 
1.C.l.d. This procedure is must meaningful if it 
requires informed and knowledgeable action by every 
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donor, including autologous donors whose blood m ight be 
used h5m5~ogously, and provides: 

a) strict confidentiality of the donor's decision 
and privacy in which to make the decision; 

b) Assurances 
excluded unitstv 

tire donor that confidentially 
will' be tested and the danor 

natified af any positive test results; 

C) Notification to ths donor of the results, and 
counseling or appropriate referral of all donors 
with positive XIV antibody tests. The criteria for 
a positive test should be defined in the standard 
operating procedurks of the establishment. 

[Nate: Pending the availability of l icensed 
additional, more specific tests for an&i- 
HXV-2, notification may be based on a 
repeatedly E?88CtiVe .HIV-2 EIA, as 
discussed below in Secttion 1I.J 

d) Quarantine and destruetiog of all units 
designated not for olinfcal use except in a 
research protocol or in further manufacture of a 
special Product specitically approved in writing by 
the Director, CEER. (See I.E.,) . 

2. Private titerview 

As Another optional procedure to augment self-exclusion, 
a private interview may be conducted by a trained and 
competent health profess&ma1 during which AIDS related 
educational infonnation is presented orally and the 
opportunity for self-exclusion is offered. The interview - 
approach has been preferable for paid donors who are 
unlikely to be responding to peer pressure and whose 
blood or plasma is intended for further manufacturing use 
rather than trzmsfusion. Also, becaus'e confidential unit 
exclusion dues not. preclude donation, the interview 
technique mey b‘e preferred for donori about to undergo 
lengthy and expensive procedures such as plateletpheresis 
and granulocytapheresis. In these cases, early 
assessment of donor suitability may lead to deferral of 
the donor before the procedure. 

D. Donor Consent 

The donation records should include a signed consent statement with 
a provision equivalent in meaning to the following: 

"I have reviewed and understand the information provided 
to me regarding the spread of the AIDS virus (HIV) by blood or 
plasma. If I am pctentially at risk for sprepding the virus 
known to cause AIDS, I agree not to donate blood or plasma far 
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transfusion to another person or for further manufacture. 1 
understand that my blood will be tested fur antibodies to HfV 
and other disease maskers. If this testing indicates that I 
should no, longar donate blood or plasmh because of a risk of 
transmitting the AIDS virus, my name wil.1 be entered on a list 
of permanently deferred donors, 
notified 

I understand that I will be 
of e posit&w result." 

An NIH Consensus Conferent=e which was held in Bethesda, Maryland in 
July, 1986 determined that it is not ethiCal to fail to iniorm 
donors of test results which resulted in their deirerral and/or will 
result in the disearcting of their ,futuq colhwqtions. *or this 
reason, the Agency be&ievms that blood est#sb&ishmmtS should notify 
donors of all positive arid indeterminate test teSultS. If, despite 
the ethical considerations, a blood bank does not intend to notify 
donors of indeterminate results, 
continue as follows: 

the above statement should 

"If, instead, the result of the testing is not clearly 
negative or poritive, my blood will not be used and my name 
may be placed on a deferral list wittiout my being informed, 
until thelresults are further czlarified," 

E. High-Risk Donors 

Persons who have engaged in activities that put them at risk of HXV 
infection may not be donors. However, exemptions may be requested 
in the form of a specific license application or amendment to 
permit Source Plasma. collection for specia& purposes, e.g., for 
research or for manufacture into in vitro products, 

Applications requestinq,additional categories of exemption should 
include data documenting a need to use donors at increasad risk of 
HIV for the intended product. 

Collection of plasma from high risk donors as part of an 
Investigational New Drug (IND) application, requires a Source 
Plasma license application 0~ 
collection 

amendment to be filed by the 
facility in addition -to the IND filed by the 

manufacturer of the investigational product. 

Special precautions are necessary for collecting, processing, 
labeling and shippinq plasma from high-risk donorwfor any purpose. 
Advance approval from the Director, CBER is required for collection 
of such products (21 CFR 610,45(c)]. 
for handling plasma 

An outfine oi the precautions 
writing 

frram high-risk donors may be obtained by 
to the Center for Biologics Evaluation and Research, 

Conqressional, Consumer and International Affairs Branch (HFB-142), 
Room I-59, 
20857. 

Parklawn Building, 5600 Fishers Lane, Rockville, MD 
See also Secr~on 1Ir.C. 

Posrtrve Products). 
(Labeling and Use of Anti-HIV- 
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IX. LABORATORY TESTINQ 

A. Screening Tests 
21 CFR 610.45, requires that blood and blood CompORents intended 
for use in preparing a product for homologaus transfusion or for 
further manufacturing use br tested according tr? the manufacturer's 
instructions and found negative by any F'RA licensed test for 
antibodies tq HIV (21 CFR 610.45). COnfo~i~~ requirements were 
added to Parts 606, 610 and 640. Undsrr autheriQ deffded in 21 CFR 
606.140, as of Juzm 1, 2992, the teitfs) .fOr 8ntflsodiea to 8X7 are 
iaterprated to include screening te&ls) for &M,badioa to both 
HIV-1 and EIV-2, 

Whole. blood, blood compunents, or Squrcs P&agma from donors whose 
samples are f~ound to be repeatedly, re!act$ive fur antibodies to HIV 
by an FDA-licensed HIV-I EIA, an HIV-2 EEA,, or an HIV-l/HIV-2 
combination antibody screining test: should be quarantined and 
either destroyed or diverted from use in txansfusion or further 
manufacturing' unless ottrerwise approved by the Director, CBER. 
Establishments which intend to ship units inadvertently collected 
from donors not known to be positive for: anti-HIV must have FRA 
approved lab+ and comply with the r*pogting requirements of 
21 CFR 610.45. Exception can oa made for use of autologous blood 
according to recommendatfans publi&sd in mamoranda to blood 
establishments dated March 15, 1989 and Februa~ 22, 1990. 

The test for pntibodies to HIV shall be perfo d pursuant to 22 
CFR 610.45 (b). In all cases except emergenoi s [21 CFR 610.45 
(8) I, results must be available at the labeling location before 
release of ttie blood product. The bhood establishment that 
collects the bl(4od is responsible for assurinp tktat appsopriate 
records are maintained and that alli FDA requirtments are met. 

The following terms apply to HIV antibody testing: 

Initiallv reactive Initial ElIA test is rezkctive. 
Reoeatedlv reactive One or both dupficate EIA retests is 

(are) reactive. 

Neaat ive Initial EIA test is negative or if 
reactive, both,duplicate EIA retests are 
negative. 

Positive Repeatedly reactive EIA test; Uestern 
blot or IFA positive. 

Tndeterninate EIA repeatedly reaotive; Western blot or 
LFA neither positive nor negative. _ 



a. Medical Follov-Up, Cwnseling and Donor Deferral 
Policies 

1. Medical Follow-Up and Counseling 

a. The 'Public Health Service (PBS) has made the following 
recommendations' in regard to tes,ting for anti-HIV-i: 

All samples repeatedly reactive for anti-HIV-1 by EXA 
should be further tested to determine whether the donor 
is truly positive. These additional tests {e.g., Western 
blot or IFA) may be done before. informing donors of their 
repeatedly reactive test results. 

Because in a blood donor population approximately 902 of 
repeatedly reactive anti-HIV--I EIA results are falsely 
positive, some facilities have delayed notification of 
persons when additional, more, specific tests are not 
clearly po5itive, i.e, are indeterminate. Notification 
of individuals repeatedly reactive for anti-HIV-l but 
with indeterminate.Western blot or IFA results is 
recommended because these donors are included in donor 
deferral 'registries. This notification should contain 
information about then significance of the test results, 
and suggest medical folllew-up. Zf,indstemfna$e patterns 
are stable for six or more months, in the absence of risk 
factors, clinical symptoms, or other findings, the 
individual may be considered negative for purposes of 
counseling. However,‘these individuals shciuld be advised 
that they are not acceptable as donors because of their 
indeterminate test results. 
apply in some cases, 

(Donor r&entry criteria may 
as described in Is,C.j 

Follow-up of positive results is important both to the 
public health and to the individual who may be expected 
to modify behavior to protect intimate contacts. It is 
strongly recommended, therefore, that donors be notified 
of all positive test results, and that reporting of 
results occur’ in the context of medical counseling. 

b. The following points summarize additional MS 
recommendations which concern follow-up testing, 
notification and medical caunseling of individuals with 
repeatedly reactive combination screening tests for anti- 
Hrv-t/HIv-2. (see Figure 1): 

Supplemental testing for both HIV-1 and HIV-2 antibodies 
should be performed prior to notification and counseling. For 

'The PHS recommendations are repeated here for purposes of 
summarizat+on only. (see NMwf( i985;34:1-5, MHWR 1987;36:509- 
15, KMWR 1988;36:835-840 & 845, MMWR 1989;38:!5-7.) 
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persons found to be HIV positive for the first time, medical 
counselors may recommended that a fresh specimen be obtained 
to verify reproducibility of the test result. 

Supplemental testing for WIV-I. should include an additional, 
more specific test (rxrrently a Western blot or IFA). 

1. If a positive result is obtained, the presence of 
antibodies to HIV is presumed and the.donor may be 
natif ied and cotmse%ed, a.8 described in B.l.a., 
regardless of the actual virus type+ 

For surveillance purposdsl additional, more specific 
testing for HIV-2 can be perfsmned under research 

.- conditions on donors who are cqnfirmed positive for HZ'V-1 
antibodies by a licensed W~stm-n blot or JZA and.who have 
epidemiological risk facqxra for HIV-S. These apply to 
persons born in or emigrating frcxu Stib-Saharan Africa and 
the nearby islands and to sexual partners of these 
persons or of krmwn HIV-2 infected p(krsons, as well as to 
offspring of women in these groups. 

ii. If the XIV-1 'Western blot or 13% is rjegative or 
indete*inate, a licansed EPA test specific for 
antibodies to HIV-2 and different from the test used far 
screening should be perfcnued. 

A ,negative HIV-2 EIA test result may be interpreted to 
exclude infecticn with HIV-2. The donor may be notified 
and counseled based can the HIV-1 test results (see 
B.1.a.) 

A repeatedly reactive HIV-2 EIA $est result may indicate 
infection with HIV-2. Medical judgment is required to 
decide what approach to take toward counseling and 
additional testing: 

The index of suspicion for HIV-2 infection may be 
based own the presence of epidentioloyical risk 
factors lfor HIV-2, as noted above in B.2.a., or on 
the specific indeterminate pattern of w plus & 
bands on the HIV-1 Western blot. 

Research studies suggest that investigational tests 
fqr HIV-2 antibodies such as Western blot, RIPA, 
XFA, and synthetic peptide-based EIA may be of 
value in the interpretation of the HIV-2 screening 
test result and in providing information useful for 
counseling the donor. Such supplemental tests 
should be used routinely when they become avai;pble 
commercially under FDA license, 

iii. If a screening test for antibodies to pfIvi2 is performed 
as, part of the initial HW test Prnd is found to be 
repeatedly reactive, the performance of .a second HIV-2 
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EI[A: of a different type (either single Virus based or 
~Iv-i/~~vg combination test) may be useful prior to 
notification and counseling. If a negative result is 
obtained by the second HIV-2 EIA, the Slfkelihood of HIV-2 
infection is remote. If the second test is also 
repeatedly reactive, then medical judgement is required 
to 'decide what approach to take: toward counseling and 
additional testing, as discussed in 
section. 

the preceding 

2. Donor Deferral 

Donors whose blood samples are found to be repeatedly reactive by 
screening tests for antibodies to HfV-1, HZV-2 or both viruses 
should be indefinitely deferred. In some cases, 
suitability criteria for reentry (see below.) 

donors may meet 
Repeatedly 

reactive screening test results and positive rqults from 
additional, morexspecific tests should be permanently recorded in 
a way that the donor can be identi$?isd subseque#zly as 
permanently deferred without disclosing the reason to 
unauthorized personnel. 

Negative anti-HIV test results may be recor ed permanently in the 
individual donor record or the information may be maintained 
separately, but should be readily available within the collecting 
facility for verification of negative tests on prior donations. 
Confidentiality of the results should Qe protected while, at the 
same time, it should be ensured that products from unsuitable 
donors are excluded from use. The deferral system should also 
ensure that products obtained from subsequent donations of 
unsuitable donors will not be distributed [21 CFR 606.160 (e)). 

C. Donor Reentry 

The following algorithm is recommended for reentry of blood 
donors previously deferred because of a repeatedly reactive test _ 
for antjbodies to HIV-1 or HZV-2 when screening is performed by 
individual FDA-licensed HIV-1 and HXV-2 EIA tests, or a single 
combination test .for anti-HIV-l and anti-HLV-2.‘ The recotiended 
test sequence,is outlined in Figure 2 and the criteria for 
reentry are summarized in Table 1. 

A donor may be reentered when test results are as follows: 

1. Recommendations for initial screening: 

If a licensed HIV screening test is repeatedly reactive, an HIV-1 
Western blot or IFA test should be performed on the initial 
sample. (It is preferable that licensed Western blot or IFA ~ 
tests be used.) If the repeatedly reactive screening test was an 
HIV-2 test (single virus or combination test), and if the Western 
blot or IFA result is negative, then a second, licensed screening 
test for HIV-Z (either a single virus or combination test} which 
is different from the original HIV-2 test must also be performed. 

11 



a. If a licensed NIV-l Western blot or TFA is perfommd, 
it must be negative@ - 

b. Zf .an unlicensed HIV-1 Western blot was performed, it 
must not have, been positive by the criteria recommended 
by the Pub&k Wealth Service (RHWR 1989; 38(S-7): l-7). 
If, When indeterminate, the unlicensed Western blot had 
antibodies to any band among ~24, p3f, gp41, gpl20 or 
~~160, then a licensed Western blot or IFA must be 
perf armed, and must. be negM+iver. 

C. The second (different) licensed HIV-2 EXA must be 
negative. 

d. If additional licensed screening tests are performed, 
they must be negative. 

2. Recommendatians for Tests on a Substituted Sample 

If additional testing by Western blot, IFA or additional EIA 
testing for HIV-2 was not performed'on the initial sample as 
required in l., or if a~ licensed W*estern blot or IFA test proved 
necessary (1. b), but was not performed on the initial sample, 
reentry can still be considered provided that a newly obtained 
sample is "substitutedM for the initial sample. 'Test results on 
the tQsubstitutedn sample must include: 

. 
a. A negative licensed screeniny test using the same 

test kit (same manufacturer and same product) that was 
repeatedly reactive on the initial sample. 

b. A licensed Western blot or IFA result meeting the 
criteria described in l.a or 1,b. 

C. A negative result of a second HIV-2 ETA (as described 
in 1.) 

d. If additional licensed screening tests are performed, 
they must be negative. 

3. Recommendations for Follow-Up Testing 

FOLLOW-UP testing must b~i. performed on a newly abtained blood 
sample obtained at least six months later than the initial or 
*tsubstitutedW sample, whichever is later. Results of follow-up 
testing should be as follows: 

a. A screening test is nega‘tive using the same test kit 
(same manufacturer and product) with which the initial 
sample was repeatedly rtiactive. If the latter test kit 
is not a whole viral lysate based EIA %or..HIV-1 
antibodies, then the sample must also be tested and 
found negative by a licensed whole viral lysate based 
HIV-1 EIA. 
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, 

b. A l icensed W IY-1 Wes tern blot or IFA is negative. 

C. A l icensed screening test for NLV-2 (either a 
single virus or combination test} must be negative. If 
the screening test which was repeatedly reactive on the 
initial sample was 4 test for tI%V-2 (single virus or 
ccmbihation reel=), then d second HIV-2 EIA, different 
from the original test, should be used on the follov-up 
sample. 

4. Exception to the Algorithm 

In cases where the test which was repeatedly reaotive on the 
initial sample is no longer manufactured car distributed, it is 
perais'sible to test a substituted sample ati a follow-up sample 
using another l icensed screening test different from the one that 
was used on the initial sample. 

III. LABELING 

A; Products with Negative Anti-HIV Test Results 

1. Products for transfusion: The instruction circular must 
state as ,required by 21 CFR 606.122fe) that the product was 
prepared from blood that was negative when tested for 
antibodies to HTV. Blood establishments should ma intain a 
record of the date of implementatian of testing for 
antibodies to HIV-2. 

2. Products for Further Manufacturing Use: The container label 
should bear the statement, "Negative by a test for antibody 
to HIV** or equivalent statement. This statement is required 
by 21 CFR 640.70(a)(21) for Source Plasma and by 23 CFR 
606.121(h)(3) for Recovered Plasma. If desired, the 
statement regarding HBsAg test results f22 CFR 640.70(a)(8)] 
and anti-HCV test results may be cambined with the statement 
regarding the anti-HIV te‘st results, An acceptable combined 
statement is, "Negative by tests for antibody to HIV and HCV 
and nonreactive for HBsAg." 

8. Wn tested Blood and Blood Components 

In emergency situations when there is no practical alternative to 
the release of blood or blood components for transfusion before 
completion of the required tests, the product(s) must be labeled 
and shipped in accordance with the provisions of 21 CFR 640.2(f) 
and 21 CFR 606.121(h). 

In the case of rare products which cannot be tested because they 
were placed in frozen storage befare anti-HIV tests were 
available and for trhich there is no available substitute product 
(e.g. rare red blood cell phenotypes), one of the fOllOW inq 
statements should be applied: 
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"CAUTIOW This product was prepared before testing for 
antibodies to HIV was implemented and the anti-HIV status of 
the donor is not known,*t or 

"This product was prepared before testing for 
antibodies to HIV was implemented~ The donor was later 
tested on 1Datel 'and faunci to be negative." 

C. Units with Repeated&y PeactiVe Anti-HIV Test Results 

There are currently few approved uses of anti-HIV reactive 
products other than for research, the preparatfon of HIV immune 
globulin/plasma, and the manufactuxe of reagents required for HIV 
testing. The collection of plasma for use in such products as 
well as their.manufactura, special labclAng and; distribution 
requires advance approval of a specific license application ar 
amendment by the Director, C!BER . An autline af special 
procedures for labeling and distributing such products may be 
obtained from the Division of Transfusian Scimce, HFB-900, 8800 
Rockville Pike, Bethesda, MD 20892. 

Units which are not destroyed should be labeled with two 
cautionary statements as ,follows: 

"'Reactive by a t-est for HIV antibodies, The risk of 
transmission of HIV is present." 

* 
and 

“For further manufacture into jn-vim diar$nostic reagents 
for which there aie no alternative suurces~~ or **For 
laboratory research use only." 

IV. EXCLUSfOH/RETRfEVAL OF POTENTIALLY CCNaCAKIWATED l?HITS FROM 
PRIOR COLLECTIONS AND NOTIFICATXUN OF COlNSIG\NEES 

The.FDA recommends excluding from use previously collected units 
of blood components or Source Plasffla from any pm%on who later 
exhibits signs or symptoms of AIDS, or later tests repeatedly 
reactive by a screening test for anti-HIV and does not have a 
negative licensed Western blot or IFA for antibodies to HIV-I and 
a negative licensed EIA for antibodies to HIV'-2. 

A. Retrieval and Quarantine of Prior Collections 

Blood centers should promptly (within 72 hours if possible) 
identify and quarantine in-date units from prior collections 
dating back five years whenever a dorior has a repeatedly reactive 
screening test for antibodies to HIV, whether a test for anti- 
HIV-l, HIV-2, or a combination test. For plasma for 
fractionation, the identification and retrieval can be limited to 
units collected in the last six months which have not been pooled 
or further processed. The consignees of such units'should be 
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notified so that the units that they hold can also be 
quarantined. 

(Note: It is not intended that consignees should initiate 
recipient tracing based only on a repeatedly reactive 
donor screening test result and prior to the 
availability of the result of an additional, more 
specific test. The purpose of this fiist notification 
is to permit blood establishments to take control of 
units from prior collections so that they will not be 
transfused or used in further ~anufaczturing pending the 
result 0% additional tests.] 

B. Release of Units from Quarantine 

Units-from prior collections that are placed in quarantine may be 
released if the current (repeatedly reactive) blood, Source 
Plasma collection is tested.by a l$cerrsad, more specific test for 
antibodies to HIV-1 (Western blot or IFA) and the result is 
negative. If the first, repeatedly reactive sctieen was a 
combination test for antibodies to YIV-l/HIV-2, or an individual 
test for anti-HIV-2, then a second, different licensed HIV-2 EIA 
(either single virus or combination test} must also be negative. 

If the collecCion occurred more than one year prior to the 
donor's most recent negative screening test(s) for antibodies to 
HIV-1 and HIV-2, release can also occur, I% the most recent 
negative screening test for HIV was obtained prior to June 1, 
1992, then a negative screening test for HIV-1 alone is 
sufficient to .establish the relevant time period. 

C. Notification of Consignees of Additional Test Results 

Blood centers should notify consignees of units obtained from the 
donor's prior collections of the results of additional testing on 
the donor's current sample. Such testing includes the results of 
an HXV-1 Western blot or IFA and, if the performed screening 
included a teit for HIV-2, the result of a qmxmd EIA for HIV-2. 
This testing and notification should be completed as soon as 
feasible (within two weeks if possible) following the repeatedly 
reactive screening test- 

Notification of consignees is performed so that Transfusion 
Services can darry out recipient tracing and notification 
(through physicians) if the HIV-l Western blot or lfA is 
positive. If the HIV-1 Western blot or IFA is negative or 
indeterminate, but a second HIV-2 EIA is repeatedly reactive, a 
medical judgement should be made regarding the potential benefits 
of recipient tracing. L&n commercially available, additional 
tests (other than EIA) for antibodies to HIV-2 may be useful in 
making this decision. 
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Table 1 

HIV ANTlEIoDY TEST RESULTS QUAJJFYING A DONOR FOR REENTRY 

Test Results 

Time 
Screening Tests We!a!rn Blot (WI31 Second 
A B c D or IFA HIV-2 EIA 

lnitiai RR ND ND’ ND 

ii& oNI;G fEG 

Sub- 
stituted 

NEG ND ND’ ND 
or or or 
NEG NEG NEG 

Follow-Up 
>6 mos. - 

NEG NDd ND’ ND NEG 
or or or (must be a 
NEG NEG NEG licensed WE? test) 

Nob, NEG QC INDET 
(tlcensed W 
iFA required Ef 
unficensed WE4 
has a band to 

’ p24, p3 1 # gp41, 
gpao or gpwo. 
Licensed WB or 
IFA mu& be NEG.) 

szIme as initiaf 
sample 

ND” 

i&i 

NEG 

NEG 

c If test A is not an HIV-2 EIA or combination test, then an HIV-2 EIA is 
required 

b Substituted sample required if test is not done. 

C Must perform if test A is an HIV-2 EIA (either a single virus or combination 
test.) If a second HIV?2 EIA is necessary, but was not done, then such a 
test should be performed on a substituted sample, 

d Must perform if test A is not a whole viral lysate based EiA test for HtV-1. 

See nexr page for terms and abbreviations used in this table. 
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Terms and abbreviarions used in the table are: 

Screening test A 

Screening test B 

Screening test C 

Screening test D 

Second HIV-2 EIA 

Western blot, WB 

IFA 

ND 

RR 

NEG 

XNDET 

The licensed screening test for m-1, 
HIV-2 or both which is repeatedly 
reactive on the original. sample. 

A licensed screening test for HIV-1 
different from test A and based on a 
whole viral. lysate antigen. 

A licensed SCr@enfng test for HXV-2 
other than test A or test B. 

A licensed SCreening test for HIV other 
than test A, B oT C. 

A licensed screening test for HIV-2 that 
is different from test A (may be a 
single virus or combination test) 

A licensed or &licensed Western blot 
test for anti-HIV- 

A licensed imauncafbmxtscence assay for 
aqti-HIV-X. - 

Test not done. Ferfornance of the test 
is optional unless otherwise noted. 

Repeatedly reactive screening test. 

Negative test result. 

Western blot test result is 
indeterminate. CDC criteria apply to 
unlicensec' tests. 
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Sample Direct Questions on High Risk Behavior: 

1. 

2. 

3. 

4.* 

5: 

6. 

7. 

8. 

9. 

10, 

11. 

12. 

13. 

14 I 

DO you have AIDS, or have you ever had a positive test for 
the AIDS virus (HWI? 

Rave you ever taken illegal drugs with a needle, even one 
time? 

Have you ever taken clottiling faetur csncentrates for a 
-bleeding disorder such as hemophilia? 

l?ere you born in of did you zapove to this ,axuatry frora the 
part of Africa south o.f the Sahara desert or the islands 
close to that part of Africa? 

Have you had sex with anyone who w+s born in or moved to 
this country from the part oi Africa south of ths Sahara 
desert cq the ialaads c$osa to that part al Africa? 

At any time since 1977, have you taken money or drugs for 
sex? 

Male donors: Have you had sex with another man, even one 
time since 1977? . 

Have you had sex in the last 12 months with anyone who has 
had AIDS or has had a positive test for the AXDS virus? 

Female donors: In the last 12 months, have you 'had sex with 
a man who had sex, even one time since 1977, with another 
man? 

Have you had sex in the last 12 months with anyone who has 
ever taken illegal drugs with a needle? 

At any time in the last 12 months, have you given money or 
drugs to anyotie tb have sex with you? 

At any time in the last 12 months, have you had sex with 
anyone who has taken money or drug,s for sex ? 

Have you had sex in the last 12 months with'anyane who has 
taken clotting factor concentrates for a bleeding disorder 
such as hemophilia? 

In the 'last 12 months, have you had syphilis or gonorrhek, 
or have you belen treated for syphilis or gonorrh-ea? (Add 
locally appropriate synonyms.} 
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1.5. In the last 12 months, have you received blood or blood 
products by~transfukion for any reason, such as an accident 
or surgery? 

. Questions 4 and 5 should be Gsiiifsf following implementation 
al am FDA-lfcensed test for antibodies ta RIO-2. 
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